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A. CLASSIFICATION OF SUBJECT MATTER 

IPC 7 C12N15/54 C12N15/55 C12N9/12 C12N9/16 C07K16/18 
C07K16/40 C12Q1/68 A61K38/45 A61K38/46 

According to International Patent Classification {IPC) or to both national classification and IPC 

B. FIELDS SEARCHED 

Minimum documentation searched (classification system followed by classification symbols) 

IPC 7 C12N CG7K C12Q A61K 



Documentation searched other than minimum documentation to the extent that such documents are included in the fields searched 



Electronic data base consulted during the international search (name ol data base and, where practical, search terms used) 



C DOCUMENTS CONSIDERED TO BE RELEVANT 



Category* 


Citation of document, with indication, where appropriate, of the relevant passages 


Relevant to daim No. 


X 


W0 98 39446 A (HUMAN GENOME SCIENCES, 
INC.) 11 September 1998 (1998-09-11) 
abstract 

page 1, line 1 -page 2, line 8 

page 62, line 6 - line 29 

page 87, line 10 -page 93, line 25 

page 98, line 1 rpage 101, line 6 

page 365 -page 366 

page 381; claims 1,3 

-& GCG GENESEQ D database, accession 

number V59579 

6 January 1999 

"Human secreted protein gene 69 clone 

HETGJ09" 

XP0O214975O 

the whole document 

-/-- 


10-14 


j Further documents are listed in the continuation of box C. 


X Patent family members are listed in annex. 


* Special categories of cited documents : 

"A" document defining the general state of the art which is not 

considered to be of particular relevance 
"E" earlier document but published on or after the international 

filing date 

"L" document which may throw doubts on priority claim(s) or 
which is cited to establish the publication date of another 
citation or other special reason (as specified) 

"O" document referring to an oral disclosure, use, exhibition or 
other means 

"P" document published prior to the international filing date but 
later than the priority date claimed 


"T later document published after the international filing date 
or priority date and not in conflict with the application but 
cited to understand the principle or theory underlying the 
invention 

"X" document of particular relevance; the claimed invention 
cannot be considered novel or cannot be considered to 
involve an inventive step when the document is taken alone 

"Y" document of particular relevance: the claimed invention 

cannot be considered to involve an inventive step when the 
document is combined with one or more other such docu- 
ments, such combination being obvious to a person skilled 
in the art. 

"&" document member of the same patent family 


Date of the actual completion of the international search 

12 October 20GO 


Date of mailing of the international search report 

Tl 2001 


Name and mailing address of the ISA 

European Patent Office. P.B. 581 8 Patentlaan 2 
NL - 2230 HV Rijswtflt 
TeL (+31-70) 340-2040, Tx. 31 651 epo nl, 
Fax: (+31-70) 340-3016 


Authorized officer 

Fuchs , U 
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Characterziation of 
Specificity Phosphatase, MKP-5" 
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19949-19956, XP002148678 
the whole document 

GROOM, L.A. ETAL.: "Differential 
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vol. 15, no. 14, 

15 July 1996 (1996-07-15), pages 

3621-3632, XP000925967 

the whole document 
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14 January 1999 (1999-01-14) 
abstract 

page 4, line 18 -page 16, line 13 
page 17 -page 18; claims 1-11 

W0 99 00507 A (INCYTE PHARMACEUTICALS, 
INC.) 7 January 1999 (1999-01-07) 
abstract 

page 2, line 13 -page 3, line 31 
page 38, line 10 -page 46, line 10 
page 55 -page 57; claims 1-21 



1-3,5,6, 
8-14 
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1-17,20, 
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Box I Observations where certain claims were found unsearchable (Continuation of item 1 of first sheet) 

This International Search Report has not been established in respect of certain claims under Article 17(2)(a) for the following reasons: 

1. ny Claims Nos.: 

because they relate to subject matter not required to be searched by this Authority, namely: 

Although claim 16 is directed to a method of treatment of the human/animal 
body, the search has been carried out and based on the alleged effects of the 
compound/composi ti on * 

2 . [X] claims nos.: 18, 19, 21 and 22 

because they relate to parts of the International Application that do not comply with the prescribed requirements to such 
an extent that no meaningful International Search can be carried out, specifically: 

see FURTHER INFORMATION sheet PCT/ISA/210 



3. ri Claims Nos.: 

because they are dependent claims and are not drafted In accordance with the second and third sentences of Rule 6.4(a). 

Box I! Observations where unity of invention is lacking (Continuation of item 2 of first sheet) 

This International Searching Authority found multiple inventions in this international application, as follows: 



1 . I I As all required additional search fees were timely paid by the applicant, this International Search Report covers ail 
' — ' searchable claims. 

2. ] ] As all searchable claims could be searched without effort justifying an additional fee, this Authority did not invite payment 

of any additional fee. 



3. I j As only some of the required additional search fees were timely paid by the applicant, this International Search Report 
1 — ' covers only those claims for which fees were paid, specifically claims Nos.: 



4. j y I No required additional search fees were timely paid by the applicant Consequently, this International Search Report is 
restricted to the invention first mentioned in the claims; it is covered by claims Nos.: 

1-17, 20, 23 partially 



Remark n Protest j j The additional search fees were accompanied by the applicant's protest 

| j No protest accompanied the payment of additional search fees. 
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FURTHER INFORMATION CONTINUED FROM PCT/1SA/ 210 



1. Claims: 1-17, 20, 23 partially 
Invention 1 

An isolated polypetide comprising an amino acid sequence 
selected from the group consisting of: a) an amino acid 
sequence having the SEQ ID NO: 1, b) a naturally occurring 
amino acid sequence having at least 90% sequence identity to 
SEQ ID NO: 1, c) a biologically active fragment of SEQ ID 
NO: 1, d) an immunogenic fragment of SEQ ID NO: 1; an 
isolated polynucleotide encoding said polypeptide; a 
recombinant polynucleotide comprising said polynucleotide; a 
cell transformed with said recombinant polynucleotide; a 
transgenic organism comprising said recombinant 
polynucleotide; a method for producing said polypeptide; an 
isolated antibody which specifically binds to said 
polypeptide; an isolated polynucleotide comprising a 
polynucleotide sequence selected from the group consisting 
of: a) a polynucleotide sequence having the SEQ ID NO: 15, 
b) a naturally occurring polynucleotide sequence having at 
least 90% sequence identity to SEQ ID NO: 15, c) a 
polynucleotide sequence complementary to a); d) a 
polynucleotide sequence complementary to b); an RNA 
equivalent of a)-d); a method for detecting a target 
polynucleotide in a sample having the sequence of said 
polynucleotide by hybridizing with a probe; a pharmaceutical 
composition comprising an effective amount of said 
polypeptide; a method for treating a disease or condition 
associated with decreased expression of functional HRIP, 
comprising administering to a patient said pharmaceutical 
composition; a method for screening a compound for 
effectiveness as an agonist or antagonist of said 
polypeptide; a method for screening a compound for 
effectiveness in altering expression of a polynucleotide 
sequence having the SEQ ID NO: 15; 



2. Claims: 1-17, 2G, 23 partially 
Invention 2 

Idem as subject 1 but limited to SEQ ID NOS: 2 and 16; 



3.-14. Claims: 1-17, 20, 23 partially 
Inventions 3-14 

Idem as subject 1 but limited to SEQ ID NOS: 3-14 and 17-28. 
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FURTHER INFORMATION CONTINUED FROM PCT/ISA/ 210 



Continuation of Box 1.2 

Claims Nos.: 18, 19, 21 and 22 



Claims 18, 19, 21 and 22 refer to an agonist and an antagonist of a 
polypeptide of claim 1 without giving a true technical characterization. 
Moreover, no such compounds are defined in the application* In 
consequence, the scope of said claims is ambiguous and vague, and their 
subject matter is not sufficiently disclosed and supported (Art. 5 and 6 
PCT). 

No search can be carried out for such purely speculative claims whose 
wording is, in fact, a mere recitation of the result to be achieved. 

The applicant's attention is drawn to the fact that claims, or parts of 
claims, relating to inventions in respect of which no international 
search report has been established need not be the subject of an 
international preliminary examination (Rule 66.1(e) PCT). The applicant 
is advised that the EPO policy when acting as an International 
Preliminary Examining Authority is normally not to carry out a 
preliminary examination on matter which has not been searched. This is 
the case irrespective of whether or not the claims are amended following 
receipt of the search report or during any Chapter II procedure. 
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3160 PORTER DRIVE 

PALO ALTO, CALIFORNIA 94304 
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NOTIFICATION OF TRANSMITTAL OF 
INTERNATIONAL, PRELIMINARY 
EXAMINATION REPORT 

(PCT Rule 71.1) 


F4££» 04 OCT 2001 


Applicant's or agent's file reference 
PF-0683 PCT 


IMPORTANT NOTIFICATION 


International application No. 
PCT/US00/07277 


International filing date (day /month/year) 
17 MARCH 2O0O 


Priority Date (day /month/year) 
18 MARCH 1999 


Applicant ' 

INCYTE PHARMACEUTICALS, INC. 



1. The applicant is hereby notified that this International Preliminary Examining Authority transmits herewith 
the international preliminary examination report and its annexes, if any, established on the international 

2. A copy of the report and its annexes, if any, is being transmitted to the International Bureau for 
communication to all the elected Offices. 



3. Where required by any of the elected Offices, the International Bureau will prepare an English translation of 
the report (but not of any annexes) and will transmit such translation to those Offices. 

4. REMINDER 

The applicant must enter the national phase before each elected Office by performing certain acts (filing 
translations and paying national fees) within 30 months from the priority date (or later in some Of fices)( Article 
39(l))(see also the reminder sent by the International Bureau with Foim PCT/IB/301). 

Where a translation of the international application must be furnished to an elected Office, that translation 
must contain a translation of any annexes to the international preliminary examination report It is the 
applicant's responsibility to prepare and furnish such translation directly to each elected Office concerned. 

For further details on the applicable tune limits and requirements of the elected Offices, see Volume II of the 
PCT Applicant's Guide. 



Name and mailing address of the IPEA/US 

Commissioner of Patents and Trademarks 
Box PCT 

Washington, B.C. 80891 
Facsimile No. (703) SQ5-3230 




officer y% a 




e No. (703) 308-0196 
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INTERNATIONAL, PRELIMINARY EXAMINATION REPORT 

(PCT Article 36 and Rule 70) 



Applicant's or agent's file reference 
PF-0683 PCT 


FOR FURTHER ACTION ^ ee Notification of Transmittal of International 

Preliminary Examination Report (Form 

DPT/TDCA /a , k\ 


International application No. 
PCT/US0O/O7277 


International filing date (day/month/year) 
17 MARCH 2000 


Priority date (day /month/year) 
18 MARCH 1999 


International Patent Classification (IPC) 
Please See Supplemental Sheet. 


or national classification and IPC 




Applicant 

INCYTE PHARMACEUTICALS, INC. 



This international preliminary examination report has been prepared by this International Preliminary 
Examining Authority and is transmitted to the applicant according to Article 36. 



This REPORT consists of a total of 

□ 



ttet* to 

La 



sheets. 



This report is also accompanied by ANNEXES, Le., sheets of the description, claims ancLbr drawings which have 
been amended and are the basis for this report and/br sheets containing rectifications made before this Authority. 



These annexes consist of a total of 



sheets. 



3. This report contains indications relating to the following items: 
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0 


n 


□ 


m 




IV 


□ 


V 


EH 


VI 


□ 


vn 


□ 


vm 





citations and explanations supporting such statement 



Date of submission of the demand 
06 OCTOBER 2O00 


Date of completion of this report 
23 AUGUST 2001 


Name and mailing address of the IPEA/US / 

Commissioner of Patents and Trademarks / 
Box. POT I 
Washington, D.O. BO 831 v - 

Facsimile No. (703) 305-3230 


^/fREtyLCCA PROUTY * (j 
"iPelephone No. (703) 308-0196 



Form PCT/IPEA/409 (cover sheet) (July 1998)* 




INTERNATIONAL PRELIMINARY EXAMINATION REPORT 



International application No. 
PCT/US00/07277 



Basis of the report 



1. With regard to the elements of the international application:* 
[x"| the international application as originally filed 
the description: 

1-67 



pages 
pages 
pages 



NONE 



, as originally filed 

, filed with the demand 



NONE 



, filed with the letter of 



| x[ * ne claims: 

pages 68-70 

pages NONE 

pages NONE 

pages 



, as originally filed 

, as amended (together with any statement) under Article 19 

, filed with the demand 



NONE 



, filed with the letter of 



| x| tne drawings: 



pages 
pages 
pages 



NONE 



NONE 



_ , as originally filed 
filed with the demand 



NONE 



filed with the letter of 



I xl the sequence listing part of the description: 
pages NONE 



pages 
pages 



NONE 



_ , as originally filed 
filed with the demand 



NONE 



, filed with the letter of 



2. With regard to the language, all the elements marked above were available or furnished to this Authority in the language in which 
the international application was filed, unless otherwise indicated under this item. 

These elements were available or furnished to this Authority in the following language which is: 

| | the language of a translation furnished for the purposes of international search (under Rule 23.1(b)). 
| | the language of publication of the international application (under Rule 48.3(b)). 

I I the language of the translation furnished for the purposes of international preliminary examination (under Rules 55.2 and/ 
or 55.3). 

3. With regard to any nucleotide and/or amino acid sequence disclosed in the international application, the international 
preliminary examination was carried out on the basis of the sequence listing: 

□ contained in the international application in printed form. 

| | filed together with the international application in computer readable form. 

| | furnished subsequently to this Authority in written form. 

| ] furnished subsequently to this Authority in computer readable form. 

□ The statement that the subsequently furnished written sequence listing does not go beyond the disclosure in the 
international application as filed has been furnished. 

I I The statement that the information recorded in computer readable form is identical to the writen sequence listing has 
* — ' been furnished. 

The amendments have resulted in the cancellation of: 

fx] a NONE 



4.L2£ 



the description, pages 
the claims, Nos. 



NONE 



|~x] the drawings, sheets/fig NONE 



5 - \^\ This report has been drawn as if (some of) the amendments had not been made, since they have been considered to go 

beyond the disclosure as filed, as indicated in the Supplemental Box (Rule 70.2(c)).** 
* Replacement sheets which have been fiirnished to the receiving Office in response to an invitation under Article 14 are referred to 
in this report as "originally filed" and are not annexed to this report since they do not contain amendments (Rules 70.16 
and 70.17). 

**/4wv replacement sheet containing such amendments must be referred to under item 1 and annexed to this report. 
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III. Non-establishment of opinion with regard to novelty, inventive step and industrial applicability 

1. The questions whether the claimed invention appears to be novel, to involve an inventive step (to he non obvious), or to he 
industrially applicable have not been and will not he examined in respect of: 

| | the entire international application. 
fx] claims Nos. 18. 19. 81. AND 22 
because: 

□ the said international application, or the said claim Nos. _ relate to the following subject matter which 
does not require international preliminary examination (specify). 



| | the description, claims or drawings (indicate particular elements below) or said claims Nos. _ are so 
unclear that no meaningful opinion could be formed (specify). 



| | the claims, or said claims Nos. _ are so inadequately supported by the description that no meaningful 
opinion could be formed. 

no international search report has been established for said claims Nos. 18. 19. 21. AND 22 . 



2. A meaningful international prelirninary examination cannot be carried out due to the failure of the nucleotide and/or amino acid 
sequence listing to comply with the standard provided for in Annex C of the Aa'rninistrative Instructions: 

1 | the written form has not been furnished or does not comply with the standard. 

I I the computer readable form has not been furnished or does not comply with the standard. 
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V. Reasoned statement under Article 35(2) with regard to novelty, inventive step or industrial applicability; 
citations and explanations supporting such statement 


1. statement 

Novelty (N) Claims 

Claims 






V ITQ 
X JLo 


1, 3, 5-9, 1 1-17, 20 




NO 


Inventive Step (IS) Claims 

Claims 


2, 4, 10, 23 




YES 


1, 3, 5-9, 1 1-17, 20 




NO 


Industrial Applicability (IA) Claims 

Claims 


1-17, 20, 23 




YES 


NONE 




NO 



2. citations and explanations (Rule 70.7) 

All of Claims 1-17, 20 and 23 have been examined only with respect to SEQ ID NO:l and its corresponding gene SEQ ID 
NO: 15 as the Chapter I search was conducted only for this species. 

Claims 1, 3, 5-9, 11-17, and 20 lack novelty under PCT Article 33(2) as being anticipated by Human Genome Sciences 
(W098/39466). 

Human Genome Sciences teach a human nucleic acid enoding a human protein having the nucleotide sequence disclosed in GCG 
GENESEQ database accession number V59579 which encodes a portion of SEQ ID NO: 15 comprising residues 1362-2192 
encoding residues 4-10-482 of SEQ ID NO:l. They teach host cells and transgenic organisms encoding this nucleic acid, 
expression of the encoded protein, antibodies to the encoded protein, methods of using the nucleic acid to isolate the complete 
gene, methods of screening for agonists and antagonists, pharmaceutical compositions and uses thereof. 

Claims 1, 3, 5-9, 17, and 20 lack novelty under PCT Article 33(2) as being anticipated by Groom et aL 

Groom teach a human nucleic acid encoding human Pystl and Pyst2 which each comprise an amino acid sequence comprising 
an immunogenic fragment of SEQ ID NO:l, host cells comprising these nucleic acids, expression of the encoded protein and 
assays for modulators of the activity of these proteins. 

Claims 2, 4, 10 and 23 meet the criteria set out in PCT Article SS(2)-(4), because the prior art does not teach or fairly 
suggest a nucleic acid encoding SEQ ID NO:l. 



NEW CITATIONS 

NONE 
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VIII. Certain observations on the international application 



Hxe following observations on the clarity of the claims, description, and drawings or on the question whether the claims are fully 
supported by the description, are made: 

The description is objected to under PCT Rule 66.2(a)(v) as lacking clarity under PCT Article 5 because it fails to adequately 
enable practice of the claimed invention because: 

Claims 1, 5-17 and 20 are so broad as to encompass any polypeptide comprising an immunogenic fragment of SEQ ID NO:l 
or polynucleotide encoding therefore. The scope of the claims is not commensurate with the enablement provided by the 
disclosure with regard to the extremely large number of polypeptides and polynucleotides broadly encompassed by the claims. 
Since the amino acid sequence of a protein determines its structural and functional properties, predictability of which changes 
can be tolerated in a protein's amino acid sequence and obtain the desired activity requires a knowledge of and guidance with 
regard to which amino acids in the protein's sequence, if any, are tolerant of modification and which are conserved (i.e. 
expectedly intolerant to modification), and detailed knowledge of the ways in which the proteins' structure relates to its function. 
However, in this case the disclosure is limited to the nucleotide and encoded amino acid sequence of the polypeptide of SEQ 
ID NO:l. 

While recombinant and mutagenesis techniques are known, it is not routine in the art to screen for multiple substitutions or 
multiple modifications, as encompassed by the instant claims, and the positions within a protein's sequence where amino acid 
modifications can be made with a reasonable expectation of success in obtaining the desired activity /utility are limited in any 
protein and the result of such modifications is unpredictable. In addition, one skilled in the art would expect any tolerance to 
modification for a given protein to diminish with each further and additional modification, e.g* multiple substitutions. 

The description does not support the broad scope of the claims which encompass all modifications of any serine 
carboxypeptidase gene because the description does not establish: (A) regions of the protein structure which may be modified 
without effecting phosphatase activity; (B) the general tolerance of phosphatases to modification and extent of such tolerance; 
(C) a rational and predictable scheme for modifying any peptidase residues with an expectation of obtaining the desired 
biological function; and (D) the description provides insufficient guidance as to which of the essentially infinite possible choices 
is likely to be successful. 



Thus, applicants have not provided sufficient guidance to enable one of ordinary skill in the art to make and use the claimed 
invention in a manner reasonably correlated with the scope of the (Continued on Supplemental Sheet.) 
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